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Claims 1 1-30 are currently pending in the present application. 

AC tbe outset, Applicani woulcl like to draw the Examiner's attention to the 



Burdick reference. The Eumxner bas relied upon European Patent Publication No. 
EPIOO tS94Al of Burdick, eiol (hereinafter referred to a$ "^Burdick"), in making the 
obviousness rejection set forth in Paper No. 9, at page 5, and in Paper No, 7, at ^2, page 
4. Ho^^ever, the Burdick reference has not been made of record in the instant application. 
Applicant has not cited Burdick, nor bas the Examiner listed Burdick on a Form PTO'892. 
Moreover, B ur^ic^c has a publication date of May 31, 2000, and thus, does noi even qualify 
as prior art i^yainst the instant aopl^cytio^ yhich was filed as an International Appb'cafion 
on No\ ember 5, 1998, Applicant anempted to bring this fact to the anention of the 
Exami ner in Applicant's Response filed on March 19, 2001, (5^^, Applicant's Request for 
Reconsideration submitted via facsimile on March 19, 2001, 2"^ full paragraph of page 7). 
However, since the Examiner insists upon relying on the teachings of Burdick in 
formulating the rejection mentioned above, as set forth in Papers No, 7 & 9, the reference 
should have been listed on a Form PT0892. In an effort to ensure that this reference 
appeals on the face on any patent which issues based upon the instant application. 
Applicant has enclosed a copy of a Form PTO-1449 listing Burdick for the Examiner's 
convenience. Applicant respectfully requests that the Examiner enclose an initialed copy of 
the enclosed Form PTD-1449 along with her next communication to Applicant's 
undersigned representative, clearly indicating consideration of the listed reference. Also 
listed en the enclosed Form PTO*1449 are Attachments A & B, referenced below and 
anachisd hereto. Applicant respectfully requests that the Examiner acknowledge receipt 
and consideration of said Attachments. 



specifically point out an error concerning an alleged election of species. In Paper No. 7, at 
page 3 . line 9, and in Paper No. 9, at page 4, line 2, the Examiner sutes, "^Mee Fig. 2 for the 
elected species eicosapentaenoic acid." Applicant respectfully notes that no Species 



Also, Applicant would again like to draw the Examiner's attention to, and 
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Elecriaa Requirement hw been issued Id die insunt case. Accordingly, no election of any 
paniciilar species has been made- Moreover, eicosapentaenoic acid is not conjugated, and 
thus, is not a species within the genus **eonjugated fatty acids'*. Any limitation of search, 
scope i>r meaning which may be attributable to an election of species is improper in the 
instani application. Applicant respectAilly requests acknowledgement of this error by the 
Eumiier. 

Overview 

Applicant respectfully submits xbac the Examiner has failed to establish a prima 
facie ci^ of obviousness with respect to any of the pending claims^ based upon any of the cited 
referenres. Applicant respectfiiUy submits that the Examiner's argument necessarily likening 
^monoiaies and polyenes" and "n-3/n-6 omega fatty acids" to conjugated fany acids is incorrect. 
Funheimorc, Applicant again notes thai Burdick does not qualify as prior an under 35 U S.C, 
§102. \4oreover. Applicant respectfully submits that even if the Examiner had established a 
prima facie case of obviousness, which she has not, any such prima Jacie case of obviousness 
would be overcome by Applicant's showing of unexpected and significantly improved results, as 
evidenced in Applicant's Specification. 

Applicant respecifijUy reiterates his previous assertion that the Examiner has 
failed t:» satisfy all of the well-settled criteria required to establish optima facie case of 
obviou ;ness. Fuahermore, Applicant respectfully submits that the Examiner has entirely ignored 
the indicia of non-obviousness sec forth in Applicant's Specification, as referenced in 
i^iplicmt's Response filed on March 19, 2001. It is submitted that the Specification sufTiciently 
eviden«:es the imexpected and significantly improved results obtained in conjunction with 
Applicuit's invention, and tlms overcomes any prima facie case of obviousness. 

Each of the two outstanding rejections, as set forth in Paper No. 7 and maintained 
in Paper No. 9, will be addressed initially and separately, addressing the Examiner's failure to 
establish a prima facie case of obviousness in each instance. Subsequently, this response 
addresses the indicia of nonK)bviousness set fonh in the Applicant's Specification. 
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^g>f:ff»n Vnd^rSS U.S.C. SJOSra) OverMieimen, In VlewafAhxm^r 

In Paper No. 9, the Exaininer reiierates her rejeaion of claims 11-30 under 35 
u s e. §103(a). as being unpaieniable over European Paiem -^plicaiion No. EP0594612 of 
Mieninen, eral rNGenincn"), in view of Alexander LmC era/., "Medical Progress: 
Cardiovascular EflFects on n-3 Fatty Acids'*, THE NEW England Journal of Medicine, Vol 
318, No. 9, pages 549-SS7 (March 3, 1988), (referred to as **Ale«nder, et air by the Examiner, 
and hexeinafter referred to synonymously as 'Xeaf' and "the Leaf Anicle''), and makes the 
rejeciicn final. 

In Paper No. 9, the Examiner reiterates her contention that Miettinen teaches a 
'*fatty acid composition of p-sitostanol ester mixtures containing large amount [sic] of rnonoeoes 
and polyenes ", and that Miettinen teaches an enhanced efficacy of such compositions in lowering 
serum irholesterol levels, citing lines 4(MS and S6-68 of page 4, and Examples 1-3. {Stie, Paper 
No. 9, j3. 3 {emphasis added by Exammer)) The Examiner again acknowledges that Miettinen 
fails to teach phytostenol esters of conjugated acids, or the use thereof in reducing semm 
cholesterol levels. (5ee. Pap^No. 9, p. 3). However, the Examiner again contends that the Leaf 
Article teaches "n-3 fany acids for lowering the low-density lipoprotein (LPL) cholesteror\ 
citing ttie last paragraph of column 2, at page 549. (Idy The Examiner argues that this 
disclosire somehow alleviates the deficiencies of Miettinen. The Examiner also reiterates all of 
her previous assertions and contentions concerning the references and their teachings, as set forth 
in Paper No. 7, 

In Paper No. 9, the Examiner responds to Applicant's arguments set forth in the 
Respor se filed on March 19, 2001, by acknowledging Applicant's argument that Miettinen does 
not tea':h conjugation. The Examiner then notes her disagreement with Applicant's argument 
'^because polyenes and monoenes are conjugated " (Paper No. 9. page 2). 

Applicant strenuously, but respectfiilly, traverses the Examiner's rejection and the 
arguments and contentions in support thereof, as explained in more detail below. 

First, there is no teaching or suggestion in either of the references of phytostenol 
esters cif conjugated fatty acids. Contraiy to the Examiner's assertion, polyunsaturation does not 
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necessixily require conjugation. Second chere is no leaching or suggestion in either of the 
referen:es which would motivate one of ordinary skill in the arc to combine and modify the 
teachings of the cited references to arrive at Applicant's invemion. Third» one of ordinary skill 
in The art would have no reasonable expeaation of success when neither reference teaches or 
suggesi s esters of conjugated &tty acids. 

Ii is well-settled that in order to establish a prima facie case of obviousness, and 
thus shift the burden of proving non-obviousness onto Applicant, the Examiner must show all of 
the following thr^e criteria: (I) there mua be some suggestion or motivation to modify or 
combir e the references as suggested by the Examiner (it is not suflRcjpr^^ to say ihat the cited 
references c ^n be combined or modified without a teaching in the prior art to suggest ih£ 
desjrabilj^ of the modification) : (2) there mu^t also be a reasonable expectation of success; and 
(3) the references as combined mVSt collectively teach or suggest ^ limitations of the claims. 
The te£ ching or suggestion to combine and modify the cited an and the reasonable expectation of 
success must both be foupd ]n i]\e pyior aft an^ not in the Applicant's Specification. (MP.H.P. 
§2143) 

None of the three criteria necessary to establish such a prima facie case of 
obviou mess has been satisfied. 

Prior to addressing each of the required criterion. Applicant would like to take this 
oppommity to restate certain broad aspects of his invention, and reiterate the surprising and 
signific antly improved results thereof One aspect of Applicant's claimed invention is directed 
JO methods of reducing serum cholesterol content in a mammal, comprising: (i) providing a 
hypocholesteremic preparation comprising at least one phyiostenol esier of a conjugated fetty 
acid having from about 6 to about 24 carbon atoms; aiui (ii) administering the hypocholesxeremic 
preparation to a mammal in an amount effective to reduce serum cholesterol coment in the 
mammU Another aspea of Applicant's claimed invemion is directed to hypocholesteremic 
prepan^ions comprising at least one phytostenol ester of a conjugated fatty acid having fj'om 
about t to about 24 carbon atoms. Hypocholesteremic prepararions, and methods for their use, 
in accordance with Applicant's claimed invention surprisingly exhibit significantly improved 
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choles^i^l reducing activiiy over phytostenol derivaiives derived from non-conjugated fauy 
acids. [See, e.g., Applicanx's Specification, page 2, lines 22-29). It is a significant advantage xo 
use a piytostenol esier having such increased activities when preparing foodsmifs, where 
increase concentration of additives, such a phycosienol esters, can negatively affecc the taste 
and/or :)ther aesiheiic propeities of the foodstuff. (See, e.g„ Applicant's Specification, page 2, 
lines 1-5). 

With respect to the alleged prima Jdcie case of obviousness, Applicani would first 
like to point out that neither reference teaches or suggests phytostenol esters of conjugated fatty 
acids. The Examiner has argued thai '^polyenes and monoenes are conjugated." (Paper No. 9, 
page 2] • On this basis, the Examiner has argued that the reference to ^'polyenes and monoenes'' 
in \Geinnen provides a suggestion of the claimed esters of conjugated fatty acids. Applicant 
respeafi^Ily disagrees. For the Examiner's convenience. Applicant has attached (as Anachmeni 
A) the definitions of (i) "conjugated fiatiy acid" and (ii) **conjugated douWe bonds''. As indicated 
on pag>: 306 of Attachment A, a conjugated &tty acid is simply a fatty acid containing 
conjug:ited double bonds. Additionally, as indicated on the same p^e of Attachment A, 
conjug:ited double bonds are "'n^o or mare double bonds which alternate with single bonds in an 
unsaturated compound. (See. Attachment A: Richard J. Lewis, Sr. (Rvsd By), Hawlpy's 
Condensed Chemical Dictionary . Twelfth Edition, pages 306 &. 932 (1993). (4 pages), {emphasi^i 
added)). Thus, by definition, a monoene canoot be conjugated. There is only one double bond 
in a mCTioene. Applicant has also attached, on page 932 of Attachment A, the definition of (iii) a 
''polyene''. As indicated on page 932 of Anachment A, a polyene is "any unsaturated aliphatic or 
alicyclic compound containing more than four carbon atoms in the chain and having at least two 
double bonds." (See, id, at page 932). There is no mention of conjugation. There is no 
suggesiion that the term polyene, by definition, includes compounds having at least two double 
bonds w^jch alternate w^y^ single bonds . In fact, when referring to conjugated compounds, the 
term "c onjugaxed" is expressly used- As used in Mieuinen, the phrase "large amounts of 
monoe les and polyenes" refers to the total content of unsaturated components in a vegetable oil, 
and includes monounsaturated fatty acids and polyunsaturated &tty acids. (See, Mieninen, page 
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4, line 11). The phrase has no rdaiion to conjugated fany acid species, which are not simply 
polyenirs, but compounds that contain at least two double bonds which alternate with single 
bonds. 

Thus, regardless of the Examiner's broad assenion that Miettinen teaches p- 
sitostaiiol &tty acid ester mixtures containing large amounts of monoenes and polyenes, 
Applic;mi maintains that Miettinen does not teach or suggest phytostenol esters of a conjugated 
fany acids having from about 6 to about 24 carbon atoms. 

In &ct, Miettinen only notes that '"the p-sitoscanol fatty acid ester miscture cem he 
selected so as to contain large amounts of monoenes and polyenes^ . . ." (Page 4, lines 40-41, 
(emphc sis added)), Miettinen makes no mention of conjugation. Moreover, Miettinen provides 
no fUnlier guidance as to how the mixiure "can be seleaed" so as to contain monoenes and 
polyeniss. Miettinen discloses the use of vegetable oils in general, and specifically mentions 
rapese«d oil, coconut oil, sunflower oil, soybean oil, olive oil and com oil. It is respectiully 
submit! ed that most common vegetable oils, in general, do not contain any significant amounts of 
conjugated fatty acids. For the Examiner's convenience^ Applicant has submitted herewith 
ATtachjneni B: Daniel Swem. (Ed), fiailey's Industrial Oil Fy Pfo^"cTs, Vol 1, Founh 
Edition, pages 3 1, 34-36 (1979) (6 pages). As indicated in Table 1.7 on page 31 of Attachment 
B, the m^ority of polyunsaiurated fatty acids found in vegetable oils (e,g.^ safflower, sunflower, 
cottonseed. Unseed, perilla, and other drying oils and seed fats) are Hnoleic and linolenic oils, 
which ;^e not conjugated. A common conjugated fatty acid, Le., eleostearic acid, is prevalent in 
tung oi Miettinen simply does not teach esters of phytostenols and conjugated fatty acids, nor 
does the reference suggest such esters. Reference to unsaturation does not, by itself, require any 
conjugation. Moreover, reference to polyunsaturation does not necessarily mean that any 
conjugiition exists. 

Secondly, Applicant respectiUlly submits that the Examiner's arguments 
penain ng to the Leaf Article are also incorrect, and inaccurate. The Examiner argues that the 
Leaf Aaicle "alleviates the deficiency of Miettinen et al because it teaches the n-3 fatty acids for 
lowering the low-density lipoprotein (LDL) cholesterol." (&e. Paper No. 9, p. 3). While the 

7 



11/05/01 MON 11:53 [TX/RX NO 5167] (gjOlO 



05-Nov-Ol 10:53 From-HENKEUEPCNIS CORP, PATENT DEPT, 610Z7B654B^ T-757 P.ll/ZB F-25D 



[E^GNIS CORP, PATENT DEPT, 61027865^ 



Serial ]<0. 09/554^6 
An Unit: 1616 

Examir er is correa ihai ihe Leaf Arxicle teaches lowered levels of LDL cholesterol in ihe blood 
of Eskimos whose diets included large amoums of long chain n-3 polyunsaiuraied fmy acids, 
which aire commonly found in the fish which make up a large portion of the Eskimos' diet, xhis 
Teaching is not adequate to alleviate any of the deficiencies of the Miettinen reference. The 
polyun jaturaied n-3 and n-6 fany acids disclosed in the Leaf Article are not conjugated. The 
beneficial n-3 fatty acids disclosed in the Leaf Anicle are eicosapentaenoic acid (EPA) and 
docosaiexaenoic acid (DHA). {See, Leaf, page 549, col 1, lines 17-20). The smicmral formulas 
for botli EPA and DHA are set fonh in Figure 1. on page 550 of the Leaf Anicle. The existence 
of two single carbon-carbon bonds between each unsaturation in the formulas presented in 
Figure 1 specifically indicates that there is no conjugation in either EPA or DHA. Furthermore, 
as specified at page 36 of Attachment B, the structures of EPA and DHA found in marine oils 
have bisen confirmed as 5,8,11,14,17-eicosapemaenoic acid and 4,7,10,13,16,19- 
docosabexaenoic acid. Daniel Swem, iEdX pailev's Industrial 0\} and Fat Produas. Vol 
1, Fouith Edition, pages 31, 34-36 (1979)), As clearly indicated by the structural nomenclature, 
none o fthe double bonds are conjugated. 

The Leaf Article is direaed to the eflfects of n-3 and n-6 polyunsaturated fatty 
acids. The designations, '*n-3" and "n-6", simply refer to the number of carbon atoms from the 
methyl-terminus of the fetiy acid at which the first unsaturation is located. Again, none of the 
fatty a<:ids identified in the Leaf Anicle is conjugated. As previously pointed out in Applicant's 
response filed on March 19, 2001, the linoleic acid shown in Figure 1 of the Leaf Anicle is 9, 12 
linoleic: acid. The a-linolenic acid is 9,12,15-Iinolemc acid. Conjugation of said acids would 
require double bond locations at 9, U and 9, 1 1, 13 respectively. The Leaf Anicle focuses on the 
diSereitiation in the body between n-3 and n-6 polyunsaturated &tty acids. There is no teaching 
or sugt;esiion in the Leaf Article to ingest conjugated fatty acids, nor any teaching or suggestion 
that su :h ingestion could be undertaken to reduce serum cholesterol levels. 

The Examiner appears to address the lack of any express teaching with respect to 
conjugated fatty acids by noting that the Leaf Anicle also menuons ''dietary fish and fish oil 
supple fnems''. (Jld.y Again, while the Leaf Article clearly references fish which contain the 
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laught ji-3 fany acids, the reference makes no mention of any conjugation, an4 as indicated 
above, Aitachment B notes the structure of such acids derived from marine oils as being non- 
conjug:tted. 

Moreover, as the Leaf Article specifically teaches the benefit of n-3 
polyun>aturaied &tty acids, all of which are not conjugated, it would appear that Leaf actually 
leaches away from hypocholesteremic preparations containing cot\jugated &tty acids, and 
instead focuses on the value of the more common, or more regular, "9,12*' and "9,12,15" 
polyunsarurared &tty acids. 

Thus, Applicant again submits that neither reference, nor a combination thereof, 
teaches or suggests each and evety element of the claimed invention Specifically, neither 
reference teaches the use of conjugated fatty acids in lowering serum cholesterol levels. 
Moreover, neither reference teaches the use of an ester of a phytostenol compound with a 
conjugited fat^ acid for such a purpose. 

Next, Applicant subraixs that neither Miettinen, nor the Leaf Article, either alone 
or in combination, contains any teaching or suggestion which would motivate one of ordinary 
stall in the an to combine and modify their teachings, as suggested by the Examiner, in order to 
aiiive ut the claimed invention. As discussed above, neither reference teaches the use of 
coiyugued fairy acids. Absent any specific teaching to use esters of conjugated fatty acids, it 
cannot reasonably be said ihax one of ordinary skill in the art would be motivated to modify the 
references to include the use of such esters. Moreover, based upon Leafs ^parent emphasis on 
non-conjugated acids, it could be said that the reference teaches away from the suggested 
modification. 

Finally, given the lack of any teaching or suggestion of conjugated fatty acid 
esters of phytostenol compounds, and given the lack of any teaching or suggestion motivating 
such a modification of ihe prior art. one of ordinary skill in the an would not have a reasonable 
expedition of success, based upon the cited an. 

Accordingly, Applicant submits that the Examiner has &iled to establish ^ prima 
faci^ case of obviousness, as none of the three criteria necessary to establish h prima facifc case 

9 



11/05/01 MON 11:53 [TX/RX NO 5167] {^012 



05-Nov-Ol 10:53 From-HENKE^OGNIS CORP, PATENT DEPT, 



810276654] 



T-757 P. 13/26 F-250 



Serial ]«o.09/5S4386 
Art Unit; 16U 

of obviousness has been sazisfied. Thus, Applicant respecrfiilly requests withdrawal of the 
rejeaicn based upon Mietijnen and the Leaf Anicle. 

Jt^iecpon UftderBS U.S.C, SlQSfai QyerBurdick 
In Paper No. 9, the Examiner reiterates her rejection of claims H-30 under 35 
U.S.C §103(a), as being unpatentable over European Patent Application No EP10O4594 of 
Burdidc, et al, CTBurdicJc"). and makes the rejection final. As mentioned at the outset, Applicant 
again notes that the Examiner has failed to list Burdick on a Form PTO-982, The Examiner has 
made several contentions and argutnents with respect to the teachings of Burdick, specifically 
with respect to how such contended teachings somehow suggest Applicant's claimed invention. 

While not agreeing with 9ny of the Examiner's contentions or arguments in this 
regard. Applicant respeafiilly traverses this rejeaion on the basis that Burdick is not prior an. 
Burdic c, European Patent Publication No. EP10O4594 A, published on May 3 1, 2000. The 
instant application has an Intemaiional Filing Pare of November S, 1998. Burdick does not 
qualify as prior an under 3S U.S.C. §102. and thus, cannot form a proper basis for a rejection 
under l\S U.S.C, §103(a). Applicant respectfully requests withdrawal of the rejection based upon 
Burdic c 

Even if Burdick qualified as prior ait under 35 U.S.C. §102, which it does not, it 
still fails to teach or suggest each and every element of Applicant's claimed invention. Burdick 
references omega-3 polyunsaiuraxed fatty acids (i.e., n-3 fatty acids), and specifically mentions 
EPA aiid DHa. {See, Burdick. ^ 0013). However, as discussed above in relation to the Leaf 
Article, neither EPA nor DHa is conjugated. Moreover, Burdick makes no mention of 
conjugation, nor does Burdick contain any teaching which would suggest the desirability of 
using £ conjugated fatty acid. 

Thus, Burdick &ils to satisfy any of the three criteria necessary lo establish a 
prima facie case of obviousness. 
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Indicia cfNon-Obyiousmss 
Even if h were assumed, for argumem's sake, ibat a prima fade case of 
obviouiness could be established based upon any of xhe cited references, or a combinaiion 
thereof, and thai such a prima facie case of obviousness had been established, which ii cannot 
and ha£ not, any such alleged prima facie case of obviousness would be overcome by 
AfpliQini's showing of unexpected, significant improvements. 

As evidenced by the Examples sec fonh in Applicant's Specification, beginning at 
page 8, line 3 1, the phytostenoJ esters of conjugated fatty acids in accordance with cenain 
prefeiT'sd embodiments of Applicant's invention exhibit significani cholesterol reducing 
propenies. The amount of cholesterol level reduction is significantly greater than phyiostenol 
esters c.f non-conjugated fetty acids. As can be seen from Table 1, esters of conjugated fany 
acids perfiarmed significantly better than polyunsaturated acid esters with no conjugation (such 
as thos^ of Unoleic acid). These significant imjpH'ovements are surprising as noted in the 
Specificarion. Applicant's Specification specifically states: 

Surprisingly, it has been found that phytostenol esters based on 
conjugated fetty acids exhibit, with respect to reducing the 
cholesterol content in the blood, considerably higher activity than 
comparable phytostenol esters derived from saturated fatty acids, 
monounsaturated fatty acids or polyunsaturated fatty acids having 
two or more unconjugated double bonds. 
(See, Applicant's Specification, page 2, lines 22-29). 

Addiii(mally, as the Examiner is aware, the Federal Circuit has held that "the PTO must consider 
comptt'ative data in the specification in determining whether the claimed invention provides 
unexpcaed results" (/w re 5oni, 34 USPQ.2d 1684, 1687 (Fed. Cir. 199S) {emphasis added), 
citing JW re Morgans, 228 USPQ 940 (Fed, Cir, 1986)). The Federal Circuit also held that, 
"when an applicant demonstrates subsianriaily improved results, . . ., and states that the resuUs 
were une^cted, this should suffice to establish unexpected results in the absence of evidence to 
the conn^." {Soni, at 1688 {emphasis in original)). 
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ll is submitted that Applicani's showing of unexpecied and improved results 
sufficiently rebuts any alleged prima facie case of obviousness. Therefore, withdrawal of all 
rejeaicns under 35 U,S.C. §103(a) is respectfully requested. 

Conclusion 

In view of the remaiics set forth above. Applicant submit that all pending claims 
paientably distinguish over the prior an of record and known to Applicant, cither alone or in 
combiration Accordingly, reconsideration, withdrawal of the rejeaion and a Notice of 
Allowance are respectfully requested. 

Respectfully submitted, 
BERND 



(Dale)' aAHONR'ETTELMaN 
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